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1 

[11*311] ^i£jtvMljl##<i:®S^t)fC7vi 




COOHiDEJt^mmmz.^^' ^ <11) : 
Utl] 



(I! 



u-;i'Xtt7U--'i'"^$'5) X'TTi-^n^^y u >-2- 
i3S!em®;^ffi. 

(II) o+yU>-2-*;i'Sl^>^i^*t)4:> 7X/'l7 
^>iC<tO+:f"^V^> (quinargine) icSi^'fS:^ffio 

[if*3S8] ^ (11) (7)=^^yu>-2-*;^'i^>iE« 

)],7f.-M -L-7X/l7^>l^«L'. Ctl* 
2- C3 (S) -757-2 (R) -tFD=^->-4- 
7xrjV7'5';W -N-tert-:/f-;L'-T;^3t h'D- 

(4as. 8as) -T.y+yu>-3 (s) 

_-/5ijl,_^^t:HD-2- C2 (R) -tFD:^->- 
4-7xrjV-3 (S) - C CN- (2- + yUJUA^ 



2 

d^-;i/) -L-7X/-^7^-JW 75 7] ^f"^] - 

(4as, 8as) -i-y+yu>-3 (S) 

[«*JS9] it (I) : 
Ut2] 



10 



20 



30 



.OH 



(i) 



mr -COOH®Sjt«Biii<$tC<tOit (HI): 
[^t3] 



0 



(III) 



R' e. 



7)i'+;i'> ■>i'n7)l/+;k atd7'J-JVX 

11 1 ~ 5 «vi-fn*^ 1 lifEac®:^^. 
[if^Jiio] (s) -2-'^>v;^:t+->:^-'^'^^- 
)^75y-yDt^:t>^-2, 2->?/9'Jl'-7'Dt:t 
>K*7KtlXtt (S) -2-lert-■/^^->*-'^*-''^ 
j5y_7'Ptf;i->^- 2, 2-->';'^5^JV-7"Df:t> 

( s ) _ 2-^yi>)Vt^'yio)i't^-)^7 5 y - :/D 

:tymxU (S) -2-tert--/F=^->*^#-'il'75 
/-7'Dlf:t>K*- 2, 2-v^^;i'--/Df*>K 

1 1 ] 9 X« 1 0 fHm®:^ffic<fc 

a) S (IV) : 
[{k4] 



HN 




(IV) 



(it*, R' tt. 7;i/+;«^«i") T^^ni>{t-&^ 

troSJStiO, it (V) : 
40 Ht5] 




u 



(V) 



( 3 ) it$il¥l 0 - 1 7 5 9 5 5 

4 

3 



d) #5.nfc> iC (VI) : g 



HjN- 2 (VI) 



(jt4>. R' tt. *«5)<il4'©Btiiati^ST$)*) "e^ 
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(VII) : 
HUT] 




(VII) 

f) m<bntz cz) - (s) - c (1- [2- [ [4 

er;?."a?"7l>^^ (vn).ft^*^^ - ^« -^.->3 ,,S.x^^.. .^5T-.n«, 
C C4- (7^7-tHD+W5/-^^JW [^^^2] (II) XB UlU . 




(II) 



0 



(III) 



/\xD7U-JVXtt7U--'l' 



Rtt< 75 
;V+;l', ->i7a7;V=^)I'« 

>K4S7K«> (S) -2-lerl-^h^i^1o)lt^-)\^7 

Cif*«14] N-t-7-5^;l'-T*tHD-2- 
C2 (R) -tFn + ->-4-7x-Jl'-3 (S) 
C CN- (2-^yU;i':^)l'5f^x;l') -L-77,/l7=¥ 
-75/) :/5^^) - (4aS, 8,aS) -^V 
dt^yiJ>-3 (S)'-*)V^^+^5l^X« (Z) - 
(S) - ( CI- (2- C (4- (75/-t:Ha:^-> 
-^>>/^;W 75/) 



grj, H^jg 1-11 1 3SiBic®:^ffi®^ffl» 

[0 0 0 n S^S*tl©fiii®:'^^*®2!c^ 

[0 0 0 2] ^^mM<r)Wm^ ^ne<^is»i"^'«> 

aoa^T^^5. ?i^4S7W^COi)i)ca, taJ^tf' Bodansky 
0 r^yf^F^fiXoHa (Principles of Peptide Synt 
hesis)j . ^2)S, ^JVU>0->ayU>;^- (Spring 
er) icJ:Ottl)S, 1 9 9 3¥> 2 1~2 9H, 
7^5^ H-pE?©*f^ (TtiePractice of Peptide Synlhesi 
s)j , ^2)IS. ^;U>J>®->^^'J>:tf- (Springer) 
CJ;0I±1)S> 1 9 9 4^. $e>lC«SteUeI 

(Houben-Weyl)^XV«/2, rtWt^®^ 
: ^y^^F^^S (Mettioden der organischen Chemie: 
Syntliese von Peptiden) J , ^IIg|5SCK«$nTV^ 



50 



( 4 ) 



!^F^3F 1 0 - 1 7 5 9 5 5 



[0 0 0 3] ?i-&«7Xtitt. ^izmmts.it-'R^S'tiyy' 

y)>^^lt^Zid\>^TmziL-D. tfit)-^^ Bodansky (± 

tl $ - 5 "C-!: 2 P#Fb^. t^ST 1 OIFhM^T 
->'j^:t4^->:*;^4^-^^-N (a) -a-p- hJl'X>7. : 

[0 0 0 4] Stehel (±K?lffl) >;l'X>'tC0Z 
-P r o-OHt hU X5^Jl/75>©igpt^'^®^<t'r 
VA- 1/ n ;l/©gsJD icSt? < N - ^ > ''I'* 
_yn U )V-L-D-^iy)\/^U ■>>X5^;1'XX 

[0 0 0 5] bA^b, ?l'&i£7Rtl©4^5i«fc*<^^^^ 
[0 0 0 6] K'^tCtC, ?g^«7j<4^®MM«t 

[0 0 0 7] LfcA^'^T, *%BStt. mtEm^mm 

#: i CO jfb'&tl (C 7 a A > F ^ * ^ ^'t*^ ^ 

[0 0 0 8] *f6BJ®lEffltC43tt^. r^J tbTtt, ± 

m-tm^m - 7 ->jwk a-75/m> cisl 

- RU^D - 7 5 y ^®*tJ^:^•r i> 7 -t 5 <t-p tl O <k 5 ''^ N 
-7->;Ht7 5y:^JV^>^) T$.-s.TJ;V^. ^?>lc 

;i©J;5&75/^©|5l«* («^JA^i' 75yKffliJ 
Wdf- ;^5^L/>* lilt)U<tt2lifiVi75^=bU<ttS<'i 
75 /K> Ryt/Xtt^^^^Jl'S^^'^X^'-J^^^fiJ^^^'^ 

^t]KlN-7->JWt;a-75/S Bm7xX 
jU77X>Xtt7xX;Vi^U-») «:i£ffl-r?>-t*^"^ 



^;Ust-+-> (f'lAtt'. 7-trh+-» > fr«7syxtt7 
;i/:^;i/75ys. 7 )\^ti y )\'7 ^ J (fHAW. 7-fe-? 

;i'7 = y XiSbfA'a'f J1/7S y). . 7JI'3+->:^3JI'#x 
;i'75/ (filxtf, t -:/^+•>*J^t^x;^75/) > 

;r4^->:<3Jl'*Xjl'7 5yXtt9-7;i/*^x;!/;>^ h + -> 

a-t7?;i'77X>©<tc>?i'^>yiS-&7x 
-jl/77X>%b<tt7xX^^^'J->>. Xtt->i7 0'\ 
10 +->;i/75x>tjb<tt->i'a'^+->-'l'i'''J v'X^i'^ 
&7K^<t7xx;u77x>>bL<tt7xx;i/i''Ui^>< 

5*fcb<tt6M^«'^>^yii^N-7x;WI:a-75 

y^ ({^JAtf. >FU>-2-*Jl/#>KXttl, 
2_ 3^ 4-xh7tFn-1'V4^yU>-3-*;l'4^> 

-i ;i/S, y9^;i/;^ji/A'=e'f ;^®J;5^S7J^+J^*-'^''^*'6 

-< JUS. b < V y 9^;!/:^ ;i/;N't'f ^ro J: -5 ;^j:i^7;i' 
20 =^;L'*;i';N'*-<JHi:bT, xxx;Wt^tifcfl^XB7 

S Fit^nfcJ^T^ffib. ^bTffliM®7 5ySA^'- {''J 
Att", 7-fe5^;V75yfeb<ttfA*a'f;i/75y©J:^' 

nt7;i'*y-<^75ystbT. t -7>+->:^;v^x 
;i/7 5 y o i 5 &7 J!/ 3 + ;L'4^x;i/7 5 y a i b 
7->;Ht$nfcjg-r#si-^. ■m5omm-<nt^ 

-7->;Wba-75yM=b<Sfflt?>CtA^*-eti>. JDA 

75y©<fc^;^i:7U-;i/y h+->*;i/5i<x;i/75y*t 

bT?¥«E-r57Sy^fcffiffl-r?.Cid^TtS. «i® 
30 tFn+->S(±. y F:^^->©i3&7Jl'3+-> 

stbT. src^>v;i'*+i'®<fc^*7U-Ji'7;i'3 

:^->Si:bT. Xli7HrF + ->©i^?'J:^£Sl7JU*y-1' 

ji/jr+->*tbT. x-T-JWb$nfcj^xttx7.T;wii 

$tlfcff^T'#ffibTfe<tl/^. ii^;'j:N-7->-'l'*tt< '5' 

-fe5^;i/XtttV\*n'f;i'©J;5^j:7JV:*7y'f;i/- t -7h 
:^^->*;i/jJ^x^©iei)5:7;l'n:^->;^;i'4^xJl/. RU^-^ 

>>';u:t + ;^4-^x;^© J: ^i:7 u -J^7;^3 + 

[0 0 0 9] ^^tCj;0^®ffiSBI#ft:®?^"t'ftffl1"* 

-fVSS^^ (R) -ROf (S) -?Li!/'J:f.tJ^t'?*Jt^t2> 
■ 5-fe£'(t-&t). 2-7^;K'5F^^->--1'VIS^R-!^ 

s-tm 3. 4-j^t FD+->$mm •it'J?;!' 

l-^7FxKs 2-i-7Fxm. 7xX;VM. 

p_t Kp4^->7xxji/-iM. (s) -a- [ (t- 
y^5^;^-7>J^*xj^) y?;i/] tFa^-YSKRt; 
(s) -a- ( [ CI - (^jv^uy-^^i'^i^x;!.) - 

50 2-tfUi?>:^^*>^- 3-tfUi^>:* 



( 5 ) 



#Pi¥l 0 - 1 7 5 9 5 5 



\i')s.yyti)v^^ym. 2-+y u>*J!/#>it. 3- 
+y ij>*;i'#>^. 2-tfUv;i'-Bt^> 3 

U;Ht®. 3- (3-'r>HUJl/) 7"at°:t>^. •I'V 
[0 0 10] ^^lcJ;f3^®ffi«S|!i^®fl?Tffifflt^ 

>, i.=^i^-y. i^T.'f'i >, U >. trans- 
r ans-4-hFn=f-->:/nU>. 7x^ 

4-75y7x:::;i'77->, ^ - >j :s.~)\'7 v 
-y^ ,3-7x-JHrU>. 7x-;l'i^U->>, Q:--t 
■y^)V7y=.y. ->i7 0'\+->;i/77->- vi'n^^ 
vJI^-^'J^>. hUyF77>. l'>FU>-2-* 
J1^:J^>K, 1, 2. 3. 4-rh7tF0^V + yU> 20 
-3-*jU4^>i?> 7X/17^>^. 7X/t7^>> 7 
= y7n>^, 75y7a>K^:/75 i^Jl/^5> 
^> >^^y- t -7'5';1'X7.tJ1'> ^>:$'5 

>> iJ->>. N- t -7■F+->:^'^Jt^-''^'J■>>> 5- 
-5.^^ a_ r-i^75/«Xtta, |3-v7Syy 

[0 0 1 1] Wj:*>'1'^>^«> +/U>-2-*;i/ 30 
4'^>mRt/Jt (I) : 
[0 0 12] 
[^K9] 



.OH 



(I) 



[0 0 13] (iS'f^ Rtt> 75/fr«S-t?$i^) Ttk 

sn?.^ss75y5!3;^'^^>gET'*5o m\znmttts^^- 

$«t« St (I) ^J^«> (s) -2-^y'J)i 
:t:^t^->-*jv*-;i'7sy-:/at°:t>iEXtt (s) - 

2 _ ter t - 7' F=^^->;() 7 5 y - fc^* >® 

[0 0 14] ±M®Ktt^ Ti3is$nTi.iTfiiffi^tg-eSi 

[00 15] r7Jl'^Jl'J ti'^^ffliStt. 1-811, 
Xttilii^^7;i'+^l'S^-**t-5<, 50 



[0 0 16] ^ffi/i^xM^-frfc r7'J-;n xtt r^? 

^f^JW , AD^r>, irStFn + ->l. 7)V3^'y 
(^JA«. ^F=^x) . 7Jl/ijy^Jl'*+-> (^i^tt*- 

7-feF+>') . fra7 5/xtt7>ii'+;i/75y». 7^ 
*y^;i/75y (^iAS. 7-k5^;i^75yxiitfA-D'f 

_y(.^->;^fjU4^-;i.75y) . 7^)-)V;<h^ytS)V 
5yX«9-7;i':tW-Jl/^F+->:'3;i'^-^) • 

7xr;uxtt^75"ji'at'Sirs. 7;i'4^>ii'X« 
/N □ y > ic J; 5 sf^*w jgT-fc 0 . ^ UT 7 ;i/+;n' <t 

[0017] r->i'a7Jl/+Jl'J tl'^'Sfflffitt- ^^*L. 
< (J 3 ~ SilfflCI^^ SWrsS^^7^+JV*iciaT 

[0 0 18] rAa'y>j tli'5ffl(§tt, 7 7*, *6 
[0 0 19] r/\7=-D7U-;|/j tVi-Jfflf&tt. 

[0 0 2 0] r75y<sesj 
e,i!t»T*s75y'gega©fmstcr4-r5. ^>>'^^ 

^/J^-^J^Z/t er I - •T' F =^ v:*] 
;i®i^;^j:75/^«Ka®^»iiX-»-5. 

[0 0 2 1] ^m^mmmm tLx. ±M©iE®^ 
/)^>^ffi{b:ti, ^'ii^tf. 7)Vi:yid^t^yikmtm^ff 

STfeS. #tWiKJi5«^^(*> ^R' -coo 

H (S4>, R' tt- 7;^+^, yi;D7)i'^)\'- '^t-d 

7 U -JI'X147 U ?.^@$tl?>M7Kt)X 
ttiEAP-:r>{tft®^'5:'S:£Ji5ttBf¥ftT$i-5. R' 
7)V^)VX\t7^)-)\^r'&^^t'^Wnmr$>'0 ; 

R' 7;i/+JI/-^?feS{b^^^/5^#Kff®'C"**« 
b*.. WJ£-rS^AD^r->{t#) (R' -C (O) Ha 

1) . mzmm m^itm' -c (o cd *w 
\i^=.)v mt\inu-^M Ri>m^vA'i/P'fJi^© 

Tt5. i7aD^t7JL'=^^;i' (^!lAtt'> 



9 



mmmmmi- m\:\^/w)^^ tgit^v/N-un^ji. 

[0 0 2 2] l&K)RRy:5f«®^-i57S>roJ::jfj: 



(6) !t#M¥lO- 1 7 5 9 5 5 

10 

7=>&U:n, N, N' , N' -r h5';<5^Jl'X-?W> 
v7 5 y(Di.otimE.m 5 >, #ic h U X^;l'7 5 > 

[0 0 2 3] -r b7t FD77>> h-;i'X>, 
>. 7-th >, v5i-+-^>, jifSL<ttP17Jl'+Jl' 

[0 0 2 4] «iJfCtt, *KJc;tt> -2 5~+2 5'C, 

jifSb<tto~+5 1; CO Pe^cDSgatifP ® t icff ton 

[0 0 2 5] *5eHJO:5ffi(C<kOfijft5CtA^T-t5 

BJttS/c« 3t (II) Xtt (HI) : 
[0 0 2 6] 
[{tl 0] 




[0 0 2 7] (S*'^ Rtt. 7 5/{*lia-^=*'3, 
TR' tt. 7^+^. ->^n7Jl'=^^>lI'> '\xD7U-;U 
X«7U-Jl'tr$iS) TSSn2.»7KtlS'a^1"-5« R 

0 ; R' 3!)^'7Jl/+JVTfeS{l:^«l*^'^t-*f)i-e$.5o 

>^-2, 2--yy^f)V-fa}:i^>^UMi!i^ (S) 
-2-tert-^h+->;^3^V'}^x^-75y-^nh-^> 
^-2, 2->';^5";i'-/Dl:f*>'m-«*tlRt)^2. 2 

[0 0 2 8] ±ai©:^ffili> mkii. 

[0 0 2 9] Tfito*.. WJtt, ±M®:5ffii'<l;5S; 

(II) : 
[0 0 3 0] 
Utl 1] 




0 0 (II) 

[0 0 3 1] (St'^f- R' ±IEtis|«Tr$.?)) 



00 



o (111) 

t^Rmmmmw- (t^i^a, mrmR' -coo 

[0 0 3 2] 4D^c±IESt (H) ®^S7M^tt« ^^^i'- 
^t4\ 7X/^7=^^>t®H^bt-^'3N- (2- + y'J;i/ 
-L-7X/15^> (^:^J^=f> (Quinar 

gine) ) izmt^ct^^x^^o ^t;u^>tt. ^n 

fe®^iif-Wffl?5:i1='PBWt?$iS» t/4to-&. +t)l'^> 
UT Ctgttfi;{t-&ti \zmt 5 r 

[0 0 3 3] m<Dm\zx^^t)v^ym^^f^ 
tf)^ ^/u>-2-ti)i't^>m\t.mR' -cooH 

(S^'^ R' tt> JiT'!£e$n«) (^J 

(Dm mm\tmmmnzum^n^) tJ;*^- --"^ 

50 J*Jtv1-2.?i^i^7Xft «i«J^li. 2, 2-'y^91Vfo\d 



( 7 ) 



^KttNaOH/NaHCO, 7M*T'!ften?.. 

[0 0 3 4] ^h\z.-mmt, ^«ij#fl<)fc?sttft*K® 10 

-L-7XA5=1^>«> 2- [3 (S) -7 
= y-2 (R) -tFndp->-4-7x^;i/7-f^JW - 
N-tert-^9^Jl'-T-^tFD- (4aS. 8aS) - 

^y^/u>-3 (s) o-a-y/t 

3-D-7/t#WI±i®^6 1 1, 7 7 4^(0* 20 
»J7iClS«cSna^^t', ±i£®tlK«- 
_tFD=(^>'-2 (IH) -lfUF>Sffi>'^T-:;->^n 

N-t-^^JV-T*tl^D-2- C2 (R) -t 
FD:^^-4-7xrJ^-3 (S) - [ CN- (2-+ 

y.JJ^^J^7l^-;^) -l-7:^/'?5=^^^m -75 

- (4aS, 8aS) -^V + /'J>-3^ 

[0 0 3 5] bfc*^*oT. %wm^rz. cn^ro^t^ 

*iJl4^?S4'T77.A5^>tRJtN$-&t. N- (2 
i^J^)h%]\f^^M -L-7X/17^>§#^. 
::ffltlM*. ^CXSt^Vi"^" 2- C3 (S) -75 
/-2 (R) -tFn + ^-4-7xX;i.7-5^JW -N 
-tert-7-5^J^-x;^3t:^'D- (4aS, 8aS) 
V=(.yU>-3 (S) -:ft;VjJ^+-t^5HtcJ;0> 
j.^t.N-t-^^;i'-x*t:FD-2- [2 (R) - 
tF□=^^->-4-7xx;^-3 (S) - C CN- (2- 
=^yu;v*jv*-^) -L-7X/15^:^;W -75 
y3 - (4 as. 8aS) -^y + y'J>-3 50 
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(S) -*Jl/#+-t^5 Ft-. Xtt«^l'<t'3^*fSt?. 

[0 0 3 6] ^^Bflro^fficj;^. S (I) : 

[0 0 3 7] 
[•(kl 2] 

X .OH 



(1) 

[0 0 3 8] T-S^nsif^^R' -COOHOSf&tt 
|j§j&«:tCj;D- it (HI) : 
[0 0 3 9] 
[^tl 3] 



0 o 



(111) 



[0 0 4 0] (S't. Rtt- ±ffitlsl«®7 5y{SffiS 
T-$.>P -^bTR' tt. 7Jl'+;k ->J'D7^^JK ^ 
xD7U-^Xtt7U-;l'T'*S) T*$n*«7X«C 

'Sfl^-r* ^ t/!)^B]tgT'$.5. if3l^t:^S«>. ,R' , . 

■ir75 7<^tt«tt- ^J^«- ^7-.^F{t^lC*5V^Tffi 

[0 0 4 1] T^i:^^. (S)^ 
_ [i_ (2-^>vJ^:t+->:'3J^*-J^-7'5/-7" 

Dtf:tx;w -f^uv>-4-'rjv^+->^ -s^^^ 

^)\,-m (S) - CI - (2-tert-^F + ->*^^- 

t$n?.J;e>c. >Pt)srs*F«Wtt. ^fbTsti^** 

/^□k-^>^ (s) -2-^0-:^^* 

:^->A;U#XJV75/-^at^*>^5lH (S) -2- 
,ert-^F + ->*;l"f-^75y-^D(^:t>S?) ^> 
||Hii75> (;i;iTttFUxg^^7 5» *7v::lA 

(ciotrtons. 75yyntfpr>m®75y#il» - 
a ftii©®w<t75y^®«-^fe^'^J^<> '^^'^^'^ 

mmh^^ 4i;fcfL-&4i7Kftffl (s) -2-^>-> 
;v;r+->*;v#x;v7 5 y tf^>^- 2 . 2 -i^;^ 

5^Jl.ynlf:t>M«7KftS.y: (S) - 2-terl-7F=^ 

->-^;u#x;v75y-:/nt^*>®-2. 2-i^/? 



( 8 ) 



13 



{Mx^;i'7Xtt^/i?S't"T, ( t°-< U V > - 4 

[0 0 4 2] fii^is:. mm<Dm^t^<o. 

-y>rS^#7>^3'-Xl-0 (Z] - (S) - C [1 
- [2- [ (4- (7S/-t}^D + ->^£^-^5^ 

4-\^^<)-y=.M t^'» mmx^)V (Alig?., (199 
2) J. Med. Chem. 35, 4393-4407; ffeller^., (1 996) 
J. Med. Chem. 39, 3139-3147) 0&mz.Z.ni<D'¥f^ 

ffliCtt. (S) - fl - (2--<>v)U^+->*''l- 
it^-)\,7 5 y - tf^-Jl') - f'^U ->'>- 4 —f 
;t+->] -@^^X9^;i/Rt): (S) - [1- (2-tert- 

;,_4_^;i,:t+->] -Mx?)M^^.< '<>-:;^^+ 
->^;i.4^-jl.^-®Sl±7K*{k!cJ;iOPJSU. terl-:/h 



1 0 - 1 7 5 9 5 5 
14 

S. i»U/c7S>tt:*fC. :g{t4-->7y'^>y-i';i' 
(;in«. ig<t^^x;Ui: 4 - V7 / g-ES®*^ e-Slii 

;i.7 5>Rt):hUX5^Jl'75>i:©SJt;- 

tfTwjiaac.to, *i!f!i4® ez] - (s) - c (1 

- [2- C (4- (75y-t FD^^^v-fsy-^^? . 

;!/) -^y^J^M 75/] - 1 -:t=^V:/Dlf)l'] - 
4-fcf-sUvX)l/] :t+->] PKx5";KcSilTi.:ii: 

10 [0 0 4 3] bfc*>'r3T. *%BJ©:^^ttSfc- ^1=1^ 

(IV) : 
[0 0 4 4] 

0 



m 




(IV) 




20 [0 0 4 5] (it^-. «. 7)U=\^;ufi. ifst<« 
)UX ttl er t - y^^JW ^•.^f ) S n^it^^^ t ® 
KJt;CJ;i3. it (V) : 
[0 0 4 6] 
[{tl 5] 



(V) 



[0 0 4 7] (it*, RS.afR' tt^ ±fHi:|Bl8t-* 
S) T'S^Stl^xXriH-S^t-^^tlcJ:?., CZ] 
- (S) - ( (1- C2- C C4- (75y-tFD + 

wsy-;^?-;!') -^>^/'r'^] 75 7) 
yyahfjl/] -4-i:f'<U vxjW :t+->] iMxg^jy 

tc<tOR' a*xXTJl'3S^t<tOx?;i/XXxJH::T 



■m^Uie:i-ff)vm&<Dm-^\z\m, so. /x^ 

y-)l't®Kit;tcJ;0, ^&tci;0l5ia#tfffe^a?.) . 

^CfciC (VI) : 
[0 0 4 8] 
[ft 16] 




(VI) 



[0 0 4 9] (iC'f. R' tt. ±fSi:I^^T?$>*) "^^^ 
S tX5 7 5 > ^ifift 4 - ->7 / - ^ > ^/-f ^ t SJ*^^ 
T< S (VII) : 



[0 0 5 0] 
[fkl 7] 



( 9 ) 
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0 




0 



[0 0 5 1] (S:*. R' «- itit^mrh^) ttf 

ji/iosjs&y^^f^BTsxg^^xxx;!^ (R' =x5^ 
^fEr5x^jPxxr;i^«. R' =x?;i/Tfe§{t^ft 

(IV) 4iiiT^Mt?iJ 4 ClH«$nS J:-5 CIslB^ t'#AT 
(S) - [ CI- C2- C [4- (75y-tHD=t^-> 

#^ct755T€-5. iE^ST^na. mntzit^mt. 20 

[0 0 5 2] KkfconrnWi^ *%BJ^«fJ*TS*®"^ 
[0 0 5 3] 

mmmi :n- (2-+y uju^ji^j^xji/) -l-tt, 

U >- 2 -*;i'#>K (Benechim S. 

A.)) 3 4. 6 0 g (2 0 0minol) 

S^XTT0~5'CT-P®X?Jl' (Fluka)) 3 

SOmltCii-iiUT. Mbtf/'^PfJl' {y)Vt (Fluka)) 30 
2 5. Oral (2 0 0iniiiol) TMSbfe. hUX5')l'75 
> (7)1/* (Fluka)) 2 8. Oral (2 0 0iiniol) 

« ?■ n ~ 5 r,i^*iM4-Ji^«)^^ ■> '■: - ® e-feo^ 

?^ai (0~5'C) Ltzmmx9-)V {7)Vtl (Fluka)) 1 

oomiT^^bfc. &\z\t. iy,T©iRfm2:t-rs#e> 
nfc2, 2— >'/5^)^-^D^;:t>S?-+/u>-2- 
*)^t^>i?»7KtlJ6^'^^t^Tv^fc : ii.±( : 4 Tt: ; Kfi 

X'<^^)^: CM + H] ' 2 5 8 1 7 5 0 4( 

cm- . 1 7 7 5CID-' . (O-sr) UfcBJ^feWJi 
^$€r*5li-T, -^KmhUfi^i' llil'r*>i^7K (0 
-S-C) 3 5 0iiilit'©BfIfc-3T?^3".'fc'--7XA7^ 
y {yJVtl (Fluka)) 3 0. Og (2 0 0ininol) > tKK 
ft::M-U"^7A (7;l'* (Fluka)) 8. Og (2 0 0miiio 
1) -Bi.lfmm^i-h^)'y^l&- 8 0g (2 0 0miiiol) 
<D'^m.r. ®|t«:()~5'CiClti^b7iA^*e.553-U;F*3iCj!l 

1^1 mmuw^^f^' itfec;^tofc2tiis®7K*asr, m 



1 0- 1 7 5 9 5 5 
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(VII) 

2 0 OmlTiilUfc. *Vi-r2 5%ffi^ (P^^^^ (Merc 
k)) 4 9inl^lKTiCj;f3JnATpH3. OlCUfc. -^^t- 

.s^-^c. ?ait«2 BT:ic±#b. «sa^t;o^^ss^^- 
;:©a•fe©»ffi$^^a'c■• 1 mmmnh. mv^t o ~ 5 
■ctci^^bT, c®?aitT$e>t iB#Fpitt# bfc« fii^ 

bfc7.Y)l'^-':^-+^£- )ffil":t»^7K (0-5*0 ± 
8 0nilTft#bT. D-^U-XA*l/-^--t!5t:/ 
1 Oi»barT6P#rMbfc« BmM,0)mo)N- (2- 
+ y U)l'*;l'*X)l/) -L-7X/t7^>iRl: 4 7. 
5 2 g (8 3 %) (14,^. : 2 0 9TC (5^«?) , HP L C 

9 9 . 8 % '(BW) ) . 
[0 0 5 4]SIM!l2: (S)- (1-2-2 (-<>v 
;U;r+->*)l/4^x)U7 5 / - ^D f^XJl') - If-^'J 

(S) _2-'K>-y)l':t+->*Jl"3^X)l/7 5/-7"'Pfcf 

:t>i? (?ftjj;f 2>75y*)i'4^>^A^e.. ^vi^^Uit^ 

)H5|ig#C J: 7 5 yg^gSO^Kt J: O A 
f.pJt6;Bodansky6. ±f5?IJB) 5 5. 8 g (2 5 Oram 
ol) ^> ffi#b/<i:;!)^?.7)l/3'>TTBtSfxg^Jl/ (7)1^* 
(Fluka)) seOmllC^lSt. 0~5rC?&3bT, ffi 
'fttfAD^-'l' (7)I/;^J (Fluka)) 3 1. 0ml (2 5 0miii 
ol) Ti!Labfc. hUx5^)l/75> (7;!/* (Fluka)) 
35. OmlS, ^mO~5°C\zmmhUi]ii3 0i^£). 
mz, ;i®BJ^m®^?St-iiSTt<tOJP;lfc. Sfe® 
efe©«tF51^«:. wlhoX'l^&l^t:. 
HyXy-^JV^- (G3) (C<kOiiiiibT> 7^)1/^- 
■ir-^^Si^S^Kx^'Jl/ (O-St;. 7;i/* (Fluka)) 1 
4 0mlt=J5t5tbfco ^tJitfciiJS (Stt7K#l«:^tJ?«^''<f 
4Sfe®®#) i\i^')'jy-4-^)l'^^y) -it 
ixg^jl/il^m (mT^tert-7"5^)Wt^t) (Alls 

e.. ±IE?I«) x^y-J^/^®?^:©xxx;^^ 

j^lCj:OX^"JiS 5 5. 9 g (2 5 Ommol) a 
jPO^ - SHiO 66. 6g(25 Ommol) iliU^ 

fco c©a6»?iS^^ 5~io°cr3om:kmz7)v 

:Jy-fmb<mbm^i, llft^:^>7X5 O Oml-Cffi 
itst, ?astt2 0x;c±#bfc. r®4ffe02ffi?S 

S20~2 5rTistF.mb<jtJ#ufc, Ti^m 
IN 7>tx77x^?^T'«t#bfco ^mmmth') 

^A,1i«]5 0gT'f£Jib, )ii§bT> 7^;!/^-^-=^* 

i^^x5^M^ 1 0 omiTijt^tfco ^h^rcmm^<^o 

-^U-xA'#u-^'-Ti§asS4b, WM^x 
^/-;H 0 OmlCi-pfc. 5 0° /2 

0 OmbarT«^£®£tT, (S) - Cl- (2-^>v 



( 10 
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^_4_^;^:t+S/} -Mx^;l/9 0. 2g (9 2a 
[0 0 5 5] %mm^ : (S) - [1 - (2-tert-7' 

(S) -2-tert-7>4^v:^;l/#:::^l^7^y-7"cit: 
:t>^ (7>'l/:tf (Fluka)) 4 7. 3 g ( 2 5 0inmol) 

jfjf L7i^^^e.7;i/::]*>TTi^^x^Jl/ (Fl 
uka)) 5 6 0mUzmmbs 0 5 " t^/^SltT. mitt: 10 
A*D-f;l/ (d = 9 8 ; 7;l^;^J (Fluka)) 3 1. Oral (2 

5 0mn)oi) nmmhtzo Z(DBmn&(Dm^^^^ SO'A 

^;i'7^> (d = 0. 7 2 6 ; 7JU;^ (Fluka)) 3 5. 
Onil (2 5 0nimol) T^TtCct OMS UfCo afe^SSr^ 

15y7sy^)V^- (G3) \z^^m^hT. y^)V^- 
-y-^^J^It^X^;!/ (0-5T:) 140nilTa^b 
fco -^tiiirfcxSlg (P^^feco^?^) IC. (tf^Uv>- 
4-'f;l/;r^v) -MX5^;l/i^^±g5 5. 9g (17 20 
. HC 1- ; 2 5 Onimol) 'RXSK, PO., • 3 H, O ( 2 
5 Oniinol ; (Merck)) 6 6. eg^iJD^fco ^l^^ 

afe<Z)»ffi^. 5-1 0t;T7Jl/=f>TTStb<ffiJ^ 
bfj:j^?^^^^. )Bii^:t>7X5 0 OiiilTMSiT^<^i> f^ffil'i2 
OX:i'±#b^Co ^:c^^ifeC02tS.^^ 2 0-2 5*^CT2 

0fP.1J»bfco 7K*@^:»ab. WtltS^lM a^^t-F 
U-^AigffiS 0 OmlTftttbyco WmS^^K^^^F'J'^ 
A*^5 0 gT'?£^b. itatT. 7^;b^-^-*^S^ 

my-^M^ 1 0 OmlT^^by^Co -^t^iifc^JS/^^ ^> 5 0 
^ /2 OrabarTn-^U-x;\^7j^V-^-T^«^ii^ 30 
bT. (S) - [1- (2-tert->^h^v'*>'l/*X^l/ 
-7 5y-yPb:^x;i/) -tf^U v^-4— f Jl/^^ 
v) -S^Mx5^;i/8 5. 5g (9 5S*%) ^m^U^ 
^fe(7)?ftyctlcOff^c^ffl^M^i:bTttrc (HPLC^^ 

^Jt : 8 8 . 9 % (EIS) ) o 
[0 0 5 6] SM^y4 : [Z] - (S) - [ [1- [2 

- [ [4- (T^y-t Hp+v-r ^y-z^.'i^) 

-7"'Dhf:tx;l/) -t:^U v>-4-'Y;i/:t+i» -S^ 
i|X^;^9 0. 2 g (2 3 Ommol) 1 0%/^7V'^7 
A/fitt^4. 5 gTMSbT. t#^nfc?§?S^. 1. 
Ibar c^7KIIJET2 2-2 4t:T4 0^i^^mb<Jt**b 

ut^^imitht^o wmk^ 7mit^v)v (kettie) ^ 

Sg3t«bT. $St::3 o«l#by^co ;^^tcccD.®.Ji 
?i5^7stf— x^;/^X (Speedex) (v;ti^< h • 7.tf-x 
^y^^x (Dicalite Speedex)) 3 0 gT«j&b. tt5>n;^c 



mWi^l 0 - 1 7 5 9 5 5 
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7^;i'^-^- + SX:$'y-;M 5 OmlTlfr^b. -^t) 
ii/irmf/5:ii?S^0-5t:tC/^a]bT. hUx5'jl/7^ 
>3 2ml (2 3 Ommol) TiaSbfeo ^ICO^^KH. JIM^ 
b;^ci:;<?^^e>. hJ!/X>8 Oralt0±£{l:4 -'>7y^>V"'-f 
;i/3 8g (2 3 Onimol) OB^Mfec^^^^^^ fajt^O- 
5 ^'C \zim b t'cCt!?^^ b Sd A /Co c: (^0JSfe«7:>i§^^^?S^^ 
l0SPB^»b. ^tci^^t:Fa + e/;i/7S> (7Jl/:^ 
(Fluka)) 31. 9g ( 4 6 Ommol) S:^/ h U X5^;i/7 
^> (7;l/* (Fluka)) 6 4ml (4 6 Ommol) TEST 
^i:, t^S7&^1^2 8t:tC±#bfCo ;ic^afe(?)ll^^«^ 
(2 0-2 5T:) Tl 70#r«1Mj1^"r^<l:. 1 BtF^^ 
tcti(atSffl?l7^ci:ilr^M;0^^±^b, ^(D'im^<^fmm^ 
^^bfco C£^afeC0!lyfJ^^2 5%ffiK3 6mlTjag 

b;^c« sirs?!^^o-5r.tc?&aib. inmmn\^^ 

oT/^abfc¥S!ti:^'^X7^J^3'- (G3) 
bT. 7^;i/^-^-^^/^X^y-;i/2 5 OmlT*# 
bfco *{cc:n&. tlft^T^^JibT. CZ) - (S) 
- [ [1- (2- C (4- (T^y-tFa + v-f 

. -^^ji/) -^>y-r;w 7^y] - 1 -:r^v7''Dt: 

jP] -4-t:^UvXjl/) :t+>'] Wx^;i/7 0. 6 

g (7 3afi%) ^ntzo z.m^^:^^ 

ml ^7X1 4 OmlO?1^4l3tCMSSTTltj^bf^^^^?S«? 

b. ^^ic^?^^2Psr^iwi^tc^?u^Tj^aibs ;^:i/^T0 
'-5T:(Z)f^ltTiii#Fpm^^b;^co z.(Dmm^nh':>x'^ 
mi^fziiyTsy^ (G3) lcJ:t9^ii^bT. 7>f 
jl,^„/;-„4.;^j^X^'y-;i' (0-5t:) 140rali:?& 
7K (0-5*0 3 5mlCD?g^^^T^Jfe#b ; <*CV^T*|5K4^ 
^tIM^T5 0r;/2 0mbarT$5;Jibyco t^^^nfcS'S 
JSb^ (6 5. 6 g ; 6 8SS%) ^x^y";i/5 2 8ml 

i:7Xi 3 2^\<Dm.^^^\zmmLx. m^m 
(Norii)sx-i) 3. 3gTsaab;to m^&ofmw. 
^ibmmmmik\.. e 5-7 ox:^T?feaibT. i5 
^X7^';b^'-^^rbTB«jt)oTM^b:^cD-btcSnA 
fco it^s^JtJ^r^ch. a:Pi^fe;o^^6 or7:?^e^iib;to 
z.(DB^(Dmmm^'^ut,x3'mmin\znn\^^ 
T0-5t:iii^aib. iBtPBittmt. ^lJ^:^bTB^^^)':^T 

?^aibyc¥ll**7X7^Jl/^- (G3) t-J:»:3iii§b 
)^Co 7^ Jl^^-^-^^J^X^^y-jj/l 3 2nil<h7K3 3 
w.\<DU^m (0-5t:) T»bT. ;ifelC5 0*'C/2 0 
flibarTtia^T$^iSl-J^- Wfi : 6 0 . 1 5 g (5 5 
%) : 2 1 2-2 1 3^ ; X^>5^:tT-igS'J^ 

(HPLC)>9 9. 9 % : ffiTtS [a] .,ss +2 2 
. 3. 5 (c = l. 0;HCl)o 

[0 0 5 7] 5 : mmm.'^wmo^Mit 

[0 0 5 8] 

[^1] 



(II) 1 0 - 1 7 5 9 5 5 

19 20 
W 1 















0 0 




17.32 g 


12.1 g 


IR: 1775, 1755 
cm"' 


25.73 g (90%) 




CHsSOzCI 




CONH, 


1.73 g 


1.15 g 


IR: 1782, 1739 
cm"' 


1.53 g (53%) 




0 




0 % 

CONM, 


1.73 g 


1.06 g 


IR: 1808, 1753 
cm'' 


1.59 g (61%) 








0 

CONH, 


1.73 g 


1.20 g 


IR: 1812, 1756 
cm'' 


2.14 g (75%) 




0 




0 \ 

CONH, 


1.73 g 


1.35 g 


IR: 1805, 1749 
cm 


2.0 g (74%) 




0 




CONH, 


1.73 g 


1.47 g 


IR: 1807, 1753 
cm"' 


2.1 4 g (83%) 






0 0 


1 CONHj 



[0 0 5 9] 



( 12 ) 



!^r^¥ 10-1 



g 1 <7)OOt 



1 73 a 


1.63 g 


IR: 1804, 1750 
cm"' 


Z.2g (77%) 








CONHa 


1.73 g 


1.41 g 


IR: 1795, 1731 
cm'' 


2.31 g (81%) 






IT 




1.73 g 


1.83 g 


IR: 1787, 1731 
cm'' 




1 .73 g 


1 flH n 
I .yjo y 


IR- 1790, 1735 
cm ^ 


, .ti4g (57%) 


/.V 






J 


55.8 g 


30.14g 


!R: 1 8 I 7, 1 7bU 
cm'^ 


QO ?0 □ (92%) 








.J 


47.3 g 


30.14g 


IR: 1817, 1748 
cm"' 


85.50 g -(95%) 



(BDlnt.Cl. 

401/12 
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F I 



401/12 



215 



